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Sir: 



I, Matthias Wabl, declare as follows: 

1. I have been awarded a Ph.D. degree in Biology from the Max 
Planck Institute, Berlin and have approximately 16 years experience 
in making cell lines that express monoclonal antibodies. 

2. UTILITY : The above-entitled Patent Application is concerned 
with human monoclonal antibodies that specifically bind to TNFa. 
I understand the Examiner has rejected the claims in that Patent 
Application on the ground that Applicants have not mentioned 
specific uses for the antibodies. In my opinion, a variety of 
specific uses would immediately be obvious to a person skilled in 
the art . For example , it is well known that any monoclonal 
antibody, once generated, can be used in a variety of immunoassays 
which would be inherently useful for not only research but as ; 
diagnostic tools. As shown in the enclosed catalog copies, anti- 
TNF antibodies are commercially available, thus confirming their 
obvious utility. 

In addition, I am aware of clinical studies currently in progress 
using murine monoclonal antibodies that bind to TNFoc. See the 
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attached copy of a Poster Session No. 696, presented at the 3rd 
ICAAC meeting, October 17, 1993. See also the enclosed copy of an 
article that appeared in the July 15, 1994, Genetic Engineering 
News showing that Chiron/Miles is developing an anti-TNF monoclonal 
antibody for the targeting of TNFa . 

3. ENABLEMENT : I understand the Examiner states it is not clear 
from the teachings of the Patent Application that one of ordinary 
skill in the art could make other human anti-TNFa monoclonal 
antibodies that bind specifically to TNFa without undue 
experimentation. I have reviewed the Applicants' patent 

Application and claims and believe that one skilled in the art, 
given the disclosure of the Patent Application could duplicate the 
Applicants' work and generate other cell lines that express human 
monoclonal antibodies that bind specifically to TNFa without undue 
experimentation using known screening techniques. 

The undersigned declares further that all statements made herein of 
his own knowledge are true and that all statements made on 
information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the United 
States code and that such willful false statements may 
jeopardizethe validity of the Application or any patents issuing 
thereon. 
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Session 64. Poster 
IMMUNE MEDIATORS 
Tuesday, 10:30 a.m. 



i.p WENZEL. Unrv. or : oiiege of Meaiane. iowa City, IA. 

2ecauiA cacv inais tor anti-enowfoxin meraov eva*jai« 

-nonamv at i malj|jm ,ecause snort-term survival ooes r»t trans uie to** 
ong-ierm survnk^V „ ,a.uatea oost-aiscnarge survival 01 1 00 seouc ^ 
patients entered CTTaouoieotma. piaceoo-comrouea efficacy trulot 
monoaonaj antienaotoxm aratoocv (XOMEN-E5) between 1Z/B6 ana 12*0 
3! our institution. Beginning m 5*2. we comaaed au known survivors We 
found inai 59 deatns occurred {29/50 /5a%>-drug group (£5) vs 30/50 'rtvm 
dacepo group,, rhlrty-.hree ,55V.) patients cttSlitmmtiS^n^ 
sect* eoisooe, 6 (10%) dieo wnn.n 3 months, and 4 <sr.) dieSTe 
montns. Five patients died wnnm 1 year. 6 wrtn.n 2 years and 4 within 3 
years. An aodrtwnai patient aieo 5 years aner trie imtiaj seos» We 
e«am.neo wn.cn laaors predicted long-term survival (up to 5 years) The 
argest univanate nazard rates <HR) were associated wnn seventy of 
un *? e ^«7' °' SeaS0 aS c,assrtlM ov McCaoe iraoiorv fatal: HR-27 4 
2-O.0C01 ana ultimate* fataj disease: mR-6.3. d-0 024) Thus me 
■nonamv rate ot patients wnn rao.aiv or ummatery fatal undenting diseases 
Oil f L mes greater Inan mat or DaIien,s wnn norviatai disease 

^n^n n^ 30 "J™**" hRs of i 03 /p-O.0004> ana 

3,! 0 , 3 '' The P resenc « o' infecton-associatea morejaities predicted 
.onq-terrri survival: a.ssem.nared .ntravascuiar coagulation <HR?22 

-«p7v^ 2= ; h ^ aV,nq aajfl re w«wv c^iross syndrome and 
-r oiner stenie oody snes. or aom.sson to iCU was not signmcara oy 

u a LmP,™ ea ^ S 00ajr 3Mer C:in,Ca ' Ina,s afe ■ermma.ed. S£om« 
-utccmes may oe missed it cwiicai ina.s onrv use at montn loitow-uo 



693 =, ac8DO iP , a) Contra.ec- Stuov ot Ama.gen« *AMP> in ntV Disease- 

w ^tcb^hfTp J SALVAT0 '- N KUMASr * M0UW1 * * 

^vwill . /v. uAflitR . HEM Pharmaceuticals Cora Phla PA- ; H,nr^,nn 
Miami. FLA: -Nason-Jobeao Clnlc. Callaa. rx 

bST«^ r^****'" ln0 W»«-™«™v o. CC4 count 

mto. et u. 1989. v int Congreu AJOS. Montreal oQ. Th.B.P.iss Gorain « aj 
^Z^" «na«CAAC A^an.nmCA. 0.335,. Tha^" ^ ^ 
enoooma wa, exam.naa aouaa^lnd. nramo suov 

M AZ^, M ,„ , > 5 montn,,. HIV* oawnu ,«,, w.n C04 ImTwh 3.' 

™T%?£r n ^.'^ «« -«-v «^ nv^rrs 

<O0 mg AMP BIW (n- 10): 700 mg AMP BIW (n-U): or Pla BIW (n- Ml AJ Pit 
oasam tor mx age. C04 !««. ana Oummn of AZT menoy. 79% Pla arc 73* 

AMpJrM^a^Ma'naa^ nUBV ' 01 ^ r ^»' 0n «"•»» M 
» * « oo«M OTH raacuvnv oon^eatmant 

UVm m Pta ou ,p . 042,. Ounng M flm 6 morara. AMP pu 

™^," W * 90 '^ M * n¥in SWMU '»< 005). AMP .raa« 
did not oiflef from pfaceoo Aj nan rv ■ , 

. ^ amp « ^rs:^: ra'i i?To% 



696 Monoclonal Antiboov (0 Human Tumor Necrosis Faaor (TNF MAb) 

Muiu<entcr Efficacv and Sa/crv Siudv in Patients w,* the Scpsn 
Svndrome. j '-VKER.RY. R. '.VENZEL " °. '^UNDERJNX. 

H. 5IL\-ERMAN. T PERL. i. NaSRaway. H. LEVY R BONF ^ HArk: a 

^LLRED. ana the T>^ MAb Siucv Orouo * 

■H^F MAb (Rav x 1351) is a murine monoclonal amiooov nised aaamn 
^luman tumor necrosn lacior. In croenmenul mooe.s » nai oeen snowr iio oc 
znccu\-z in proieciin; animals from tne moroidtrv ana morunrv aaocuieo wim 
snms inaucw bv Gram Neeauve Snacna or Siapnv.oe^ To 
.he erf.cacv ana satctv of TNF MAb ,n wuents wnn seos.s svnorom*. a lar ? e muiu- 
cemer J arm climcal tnal tvas conauciea in J 1 hoso.iais in Nonn Amcnca Pauenu 
«m scw.s u«re orosocciive.v straunea tn- shoounon^noc* arm ranoom.zed to 

ptaceoo (0 23/. human atbum.m. All patients received nanaara medtcai and 
jurgtca. care ana w* re cioseiv folloxmi w„n ci.n.cat ana laboratory measures of 
e^ocv ana wierv; surv.va. or non-surv.val was determ.nea over tne 28 day nuay 

ADer the ftrsi S00 patients were enrolled a planned m.enm aruivw wu 
performed us.ng tile .ntem..o-trea. onncpie. Based on.v on preumirurv wrvrvat 
data ,t wa, concluded thai ,f the stuav ^re to conunue as mnuilv dexi^ned^ 
^id be insurTicien, po ttw to suppon erTicacv of TNF MAb at enter diTfoTaTl 
sepni svnarome patients. Ho^r. amon? shock oauents there w« a ma* 
tcwtmi edlcacy witit tower morui.rv raiea in both acuve tnaimem amu mih The 

^Z^*£™t. ^ ^ ^ Am ° n? n ° n * 5n0C,t Pai,Cntl ^ MAb d,d 
The stuov is nmvcomolete and the full database for ail 97! iniused oanem, ,« 
*in ? nnauzed. Comprenensive results mil be presented 
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697 lZ°f\V 0ii ?r- * anaoaMa Comoanson of tne Safety 
Profile of Granulocyte Macroonaoe Colony Stimi.' 
sing Factor (CN-CSF) v, flecomoinant Granuiocvte CoW % 
?P^"^ llT' (G - CSF i in 4<Jv8ncea HIV Infecteo P,t" e y n il*- 
nLcrl c N ! U "= 0enla - S - HERMANS*. ?. "ANCHIOLY. N. 
CLUMECK. S. Pierre University Hosoital. Brusaela. Belgium. 

onrf?i! S 1 ?'™?"? WM lnitlatea 50 oetemin. tne «o«iexsv 
HW P -itn an aosolute neutrsonil count (ANC1 < 1000/mcl 
Starting oailv dose we, :,cg/ k g 8V suocutaneoua route 7ne 
aroet value for resoonse was oetmeo as an ANC > :000/mel 
fesuits: '.2 P were enrolleo in eacn arm Between 01/92 ano 
w8/S«. .emograonic sata. .-imieal 2 ac,<gr 0U n 0 ana AN C at'L 
sexme were similar for ? vitn GM-CSF ana G<3F. Heemeto^ 
51c resoonse was acmevec 9/ 12 ana 12/12 resoect'vei? 
srter a ^eoian of 2 savs --». e .... vei/ 
on tne following taole: 8 :S summar "« 

Adverse events f AE> ZX-CSF 1-CSF o 
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$400-800 
Million 
Septic Shock 
Market by '97 

A S400 miiiion — dnd possibly S800 i 
million — maricet for drugs to treat i 
.epncerrua ana sepuc shock is iikelv i 
:o emerge cy me end of 1997, accord- i 
:ng to a new srudy by Frost & Sulli- i 
van. Inc.. wnich is based Mountain i 
View. CA. | 
Produces under development! 
include monocionais. receptors.; 
inhibitors, immunoconjugates and i 
immunomoduiators. miscellaneous t 
proteins ana peptides and low moiec- { 
uiar-weight organic compounds. 

The report C'L'.S. Sepacemia and i 
Sepuc Shock Markets — The Searcn i 
:br Therapy Conanues: New Agents i 
and Their Potential"} projects ilkelv i 
introduction aates for the range of sep- < 
:icerrua ana sepac shock treatments in i 
Jliiucai mais as of the enaof 1993. In i 
iach case, revenue projections for i 
-ach drug are based on the assumD- 1 
-.ion that a drug wiil be approved for i 
use in the U.S. by the start of 1997. , 

Advanced in Development t ! 

Sales or rwo monoclonal products i 
advanced in development and likelv i 
io receive aoorovai in 1995 — Chi- i 

ron's TS8 and Miles' Bay x-1351 

are oroiected to reach S 1 89 million bv i 
1997. Besides T88. Ribi's MPL and i 
Xoma's BP-23. also anu-endotoxins. i 
couid be approved by the end of 1 996. i 
with the three anti-endotoxms pro- 1 
ducing i 997 sales of neariy S 1 40 mil- i 
lion. ! 

Chiron/Miles' Bay x-1351. amon- ! 
«x:ionai that targets rumor necrosis fac- ; 
tor. aiso couid reach the market with- r 
in this nme rrame and generate £135 i 
million in revenue by 1 997. according i 
to me report. Ana-neucrophil revenues i 
tn 1997 are projected at 5 1 87 million. : 
inciudine sales of Reoiieen/Lillv's i 
unti-CD i 1 b. Cytel's CY" 1 787 and i 
Scios Nova s NTC 15669 monoclon- 1 
ols. all expected to reach the market : 
by the end of 1996. ; 

The incidence of septicemia is 1 1 
increasing wuh growth of the more i 
susceptible population segments — 
immunocompromised and aged per- ; 
>>ons — in tne aosence of any improve- 1 
ment in prevention or treatment. ; 
Despite tne advent of potent new i 
unubiotics. notes the report, the mci- 1 
dence or septicemia and sepuc shock i 
hasnsensteaaiiy for the past 30 years, i 
and the high mortality rate associated I 
with these conditions has persisted. ! 

The key competitive issue will be i 
drug erricacy. although safety is cru- i 
j;ai as weil since septic shock pauents i 
.ire extremely vulnerable by definition t 
-na anvimng mat aggravates tneir i 
:onaition in anv wav can easilv cause ; 
:c2in. Oil 
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POLYCLONAL RABBIT 
.ANTI-HUMAN TNF-a 
(NEUTRALIZING) 

Ordering Information 

Code: IP- 500 
Size: / m L 

Specification 
Summary 

Antigen: Punned recombinant 
human TS'F-a thTS'F-o.) 
Host Species: Rabbit 
Antibody Class: Primarily igG 
and IzM 

Purity: Supplied as neat 
hyperimmune antiserum 
Diluent: None 
Stafaiiizer(s): Sone 
Preservative(s): None 
Sterility: 0,22 \xm sterile filtered 
Volume/ViaJ: / m L 
PhysicaJ State: Frozen liquid 



SPECIFICITY 
Species Specificity 

This antibody binds human 
TNF-a and rat TNF-a 1 3) but does 
not bind mouse TNF-a. Use 
Genzyme's anti-mouse TNF-a 
antibodies for analysis or* mouse 
samples. The cross reactivity of this 
antibody with TNF-a from species 
other than mouse and rat has not 
been tested. 

APPLICATIONS 

Use this antibody for neutralizing 
hTNF-a bioacnviry, for immuno- 
precipitanon. and for immuno- 
cytochemistry. Use of anti-h TNF-a 
has been published ( 1-6). 

DILUTION INSTRUCTIONS 
Dilution 

Dilute with PBS or medium 
which is idenncai to that employed 
in the relevant assay system includ- 
ing carrier protein (0.1-1% BSA or 
0.1-10% appropriate serum). Fail- 
ure to add carrier protein to diluted 
product will result in loss of activity. 

STORAGE AND STABILITY 

This antibody as shipped is stable 
for 6 months at -20°C This anti- 
body diluted as instructed is stable 
for at least 1 week when stored at 
-20°C. Avoid multiple freeze.* thaw 
cycies by storage in appropriate 
aliquots. 




INSTRUCTIONS FOR USE 

Recommended 
Concentration(s) for Use 

Recommended concentre nrr.s for 
use are approximate values. A Jose 
response assay should be performed 
to determine the optimal concentra- 
tion for use tn each application. 

1. Neutralization: For neutraliza- 
tion of human TNF-a bioacnvity. 
use ~ 10 ul of antibody to neutralize 
approximately 1000 units of TNF-a 
bioacnvity observed in the standard 
L929 cell cytotoxicity assav < 5.6). 

2. ELISA: This an n body can be 
titrated for effective use as the 
second antibody in an ELISA (2). 

3. Immunocyrochemistrv: This 
antibody was used on cryostat tissue 
sections at a 1:500 dilution. Titrate 
the anribody to optimize staining in 
different samples. 

REFERENCES 

1 . Beezhoid et aL. J. Immunol.. 

143:3217(1989). 

2. Sharief et aL New Engl. J. Med.. 

325:467(1991). 

3. Chin et aL, J. immunol.. 145:2669 

(1990) . 

4. Oki etaL Lvmph. Cvt. Res.. 10 273 

(1991) . 

5. Fast et aL. Infect. Immumt. 57:221 
(1989V 

6. luetaLJ. Immunol.. 144:23 (1990V 
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POLYCLONAL RABBIT 
<4NTI-HUMAN TNF-a 
(WESTERN BLOT) 

Ordering Information 

Code: fp.jjo 
Size: / m £ 

Specification 
Summary 

Antigen: Punned denaiured 
recomoinant human J?\'F-a 
IhTSF-at 

Host Species: Rabbit 
Antibody Class: Pnmaniy IgC 
and 

Purity: Supplied as near rabbit 
hyperimmune antiserum 
Diluenc y one 
Stabilizer(s): y one 
Preservacive(s): y one 

Sterility: 0.22 am stenie filtered 
Volume/Viai: / m i 
Physical State: Frozen iiauid 



SPECIFICITY 
Species Specificity 

This antibody shows minor cross- 
reacrivity with mouse TNF-a upon 
blotting i Lig or more of mouse 
TNF-a. L*se Genzvme's ann-mouse 
TNF-a annbodies for analysis of 
mouse samples. The cross-reacnviry 
of this annbody with TNF-a rrom 
species other than mouse has not 
been tested. 

APPLICATIONS 

The reactivity of this anribodv 
with human TNT-a enables 
researchers to employ Western blot 
anaiysis for identifying cytokine 
components of ceil culture super- 
natants or biological fluids. This 
offers the advantage of utilizing two 
parameters for identification of 
human TNF-a. First. SDS-PAGE 
provides an approximation of 
moiecuiar weight Second, the 
immunoreacdvity confirms identifi- 
cation of human TNF-a. Direct 
side-by-side comparison of 
electrophoreric mobility and 
immunoreacdvity exhibited bv 
"unknown ' samples to those ' 
displayed by known human TNF-a 
standards ailows positive 
identification of human TNF-a in 
experimental samples. This 
antibody has also been shown to be 
useful in immunocyrochemistrv. 



DILUTION INSTRUCTIONS 
Dilution 

Dilute with PBS or medium 
which is idenncal to that employed 
in the relevant assay system includ- 
ing earner protein 1 0. 1 - [ % BSA or 
0.1-10% appropriate serum J. Fail- 
ure to add carrier protein to diluted 
product mil result in toss of activity. 

STORAGE AND STABILITY 

This annbody as shipped is stable 
6 months at -20°C It is stable for at 
least 1 week when diluted as 
instructed and stored at -20°C. 
Avoid multiple freeze.* thaw cycles bv 
storage in appropriate aiiauots. 

INSTRUCTIONS FOR USE 
Recommended 
Concentracion(s) for Use 

Recommended concentrations for 
use are approximate values. A dose 
response assay should be performed 
to determine the optimal concentra- 
tion for use in each application. For 
Western blot analysis, use 
ami- TNF-a at a dilution of aoproxi- 
mateiy 1:250 for the detection of 
10 ng of SDS-denatured and B-mer- 
captoethanol reduced human TNF-a 
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Rabbit (polyclonal) Anti-Human IL-8/NAP-1, Purified 



100 LLg 



S250 



AB-05-001 

??8%. airimtv punfied 
Lyophiiized. sterile- filtered 
Neutralizing, Western Blot. ELISA 

.Maave and recombinant human IL-S; recognizes aii narurai \IW 
speaes or hIL-S. 
Neutralizing 



f Specificity: 

fMouse (monoclonal) Anti-Human IL-10 



fisotype: 

{Pone: 

mirity: 

[Concentration: 
Explication: 
litxon; 



Bpecincitv: 



0.5 mg 
1.0 mg 



S195 
S315 



IgG. kappa AB-61-005 
B-SIO AB-61-010 
>99 cr c. ion-exchange chromatography 
i.O mg/mi in PBS 
Neutralizing, Western Blot. ELISA 

Native and recombinant human IL-10; does not cross- react with 
munne IL-10. No cross-reactivity has been observed with IL-1, IL-2. 
IL-6, IL-S or TNF-cl 

60 pg neutralizes 50% of the activity of 1 pg of IL-10. 



Blouse (monoclonal) Anti-Human Tumor Necrosis Factor-a (TNF-a) 



fiotype: 
[Gone: 



ity: 

icentration: 
piication: 
idon; 

iritv: 



[gG. kappa AB-16-005 0.5 mg 5195 

B-C7 AB-16-010 1.0 mg $315 

>99%, amrury purified 
1.0 mg/mi 

Neutralizing, Western Blot. ELISA 

Native and recombinant human TNF-a: does not cross-react with 

human TNF-3 or murine TNF-a 

0.2 jag neutralizes 1 unit of TNF-a acuvitv. 



Babbit (polyclonal) Anti-Human Tumor Necrosis Factor-a (TNF-a) 



itv: Antisera AB-06-001 1.0 mi 

Application:' Neutralizing, Western Blot, ELISA 
ition: Native and recombinant human TNF-a 
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Cytokines 

recombinant human TNF-Ct 



Cataioa Number 



Pack Size 
Form 

Source 
Purity 

Activity 



210-TA 



10 ug 



50 ug 



Lyophiiizea with human serum aibu- 
nun as a earner protein 

£. coi i -expressed 

>97 c c. as determined by X-teminus 
analysis and 5DS-PAGE visualized by 
siiver stain 

Measured in a cytotoxic assay usine 
the TXF-susceptible munne L-929 
ceii line :n the presence of the metabo- 
lic inhibitor actinomycin D 'Mat- 
thews. X. and M.L. Neaie. 1987. 
Lympnokines and Interferons, a prec- 
ecal approach. Clemens. M.J., Morris. 
A.G.. and A.J.H. Gearing, eds.. IRL 
Press, p. 221). The ED50 tor this effect 
is typically 0.02 - 0.05 ng/mL. 



... and associated Antibodies 

anti-human TNF~a 
polyclonal neutralizing antibody 

Catalog Number AB-210-NA 



Pack Size 
Form 
Type 
Antigen 
Specificity 



1 mg 



Lyophiiizea from a stenie soiunon in PBS 
Goat IgG 

E. cou-expressed recombinant human TXF-a 

Neutralizes the bioiogicai activity of rhTXF-a. it %viil not 
neutralize the bioiogicai activity of rm TXF-a or rhTXF- 
p. However. < 5% cross-reactivity with rm TXF-a is seen 
on direct ELISAs and western blots. 

Neutralization 0.02 - 0.04 ug/mL of the antibody will neutrraiize 50<7c of 
the bioiogicai activity due to 0.25 ug'mL of rhTXF-a. 

EL1SA 0.15 ng'well of rhTXT-a can be detected using an anti- 

body concentration of 0.5 ug/mL. 

Western blot An antibody concentration of 1.0 ug'mL wiil allow visu- 
aiization of 0.2 ngdane of rhTXT-a. 



available carrier-free (210-TA1CF) 



anti-human TNF-OL 
monoclonal neutralizing antibody 

Catalog Number MAB210 

500 ug 

Lyophiiized from a steriie solution in PBS 
Mouse IgG 1 

E. coii-expressed recombinant human TNF-a 

Neutralizes the biological activity of rhTNF-a and mem- 
brane-bound hTNF-a (Aversa, G. et aU 1993, J. Exp. 
Med. 177:1575). It wiil not neutralize the biological activ- 
ity of rhTNF-0 or rmTNF-a. In direct ELISA and western 
blot analysis, this antibody exhibits no cross-reactivity 
with rhTNF-0, rmTNF-a. rhsTNF RI. or rhsTNF RIL 
When immobilized on a microtiter plate, this antibody 
will caoture recombinant as well as natural human 
TNF-a/ ? 

Neutralization 0.02 - 0.04 ug/mL of the antibody will neutralize 50% of 
the biological activity due to 0.25 ug/mL of rhTNF-a. 

ELISA 0.15 ngfwell of rhTNF-a can be detected using an anti- 

body concentration of 0.5 ugfmL. 

Western blot An antibody concentration of 1.0 ug/mL will allow visu- 
alization of 2.0 ngriane of rhTXF-a under non-reducing 
conditions and 20 ni^lane under reducing conditions. 



5^&^2ta-^ Pack Size 

Form 

\oaaro± TyP e 

Antigen 
Specificity 



FOR TECHNICAL SERVICE OR TO PLACE AN ORDER 

North America: 300-343-7-7= United Kingdom: !0235) 531074 Japan: 03-5684-1622 

Freecnone numoers ^ ^ 
" 4 :c France: -0 "2 49. 
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im? 


aFF-P 


; .AP07S 
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0.5me 


, AFF-A 
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1 5160 


Human a 1 
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Fetoprotein 
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0.5me 
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.AFF 


: AU074 


! 5150 


Chorionic 




AFF-F 


i AF074 


5140 


Gonadotrophin i 


! me 


AFF-P 


1 AT074 


5160 


(0 HCG) 


lime 


-.FF-A 


, AA074 


5130 


Human 




AFF 


j A I; 044 


5180 


C* - R ** a c t i v <* 


; m? 


.-\rt-r 






Protein 




AFF-P 


.AP044 


5160 




0.5 me 


AFF-A 


j AAW4 


5180 


Human 3 2 \ 




AFF 


AU043 


5180 


Microglobulin ; 


'.me 


AFF-F 


AFW3 


S140 


j 

i 


'me 


.AFF-P 


AP043 


5160 




0.5 mg 


A FF-A 


.AA043 


S180 


Human | 


2aiz 


AFF 


AU126 


$195 


Granulocyte j 


Ime 


AFF-F 


AF126 


$150 


Colony 1 


Ime 


AFF-P 


.API 26 


$180 


Stimulating 


0.5mg | 


AFF- A 


AA126 j 


5260 


Factor | 




AFF- 8 


AB126 1 

i 


5180 



Human 


0.5ms 


.AFF 


Ab'143 


' 5120 


Interieukin 4 


■).5me 


AFF-F 


' AF143 


5150 




■).5mci 


A (TP P 
A. r r - 1 


.Ai HJ 


; ISO 




O.Sme 


I AFF-A 


i AAM3 


5220 




, J.Sme 


; .AFF- 3 


! ABI43 


51S0 


Human 




! APT 


l AIM 11 


51 4.0 


Interieukin 6 


O.Sme 


AFF-F 


j AF14-4 


' 5150 




0.5 me 


; aff-p 


! AP144 


* 51S0 




O.Sme 


; AFF-A 


: AA144 


5220 




0.5ms 


AFF- 3 


I AB144 


5180 


Human 


j O.Sme 


AFF 


1 

j AL'133 


■ 5120 


Interferon y 


0.5 me 


! .AFF-F 


AF133 


! 5150 




: O.Sme 


; AFF-P 


! AP12S 


5180 






AFF- A 


1 A A 1 ~3 






O.rme 


' AFF-B 


i AB133 
: — 


. $180 


Human 


i O.Sme 


.AFF 


! AL'139 


5120 


Tumour 


! O.Sme 


| AFF-F 


AF139 


j 5150 


Necrosis Factor 


I O.Sme. 


AFF-P 


.API 39 


5180 


(TNF) Alpha 


O.Sme 


.AFF-A 


AA139 


5200 




0.5me. 


AJT-3 


AB139 


$180 


Human Ferrirmj J.5me 


AFF 


AL'055 


$90 


(Spleen) 


O.Sme 


AFF-F 


AF055 


S95 




0.5me 


AFF-P 


AP055 


5110 




O.Sme, 


AFF-A 


AA055 


$150 



| - Affinity Purified Grade 



KEY: AFF - IgG Fraction 

AFF-F - FTTC conjugate 
AFF-P - Peroxidase conjugate 
AFF- A - Alkaline phosphatase conmeate 
AFF- 3 - Biorm conjugate 



ANTI HUMAN IgG (GAMMA CHAIN) \W 
Fab MONOMER - FITC 



(For flow cvtometrv) 



APPLICATION: 

This reagent is for detecting human immunoglob- 
ulin i IgG) on ceiis by rlow cytometry where agglu- 
tination must be avoided. It has been particuiariy 
designed to detect and quantitate Rh(D) positive 
foetai ceils in Rh(D) negative maternai blood. 
L'sing this iabeiled Fab Monomer as a second anti- 
body after incubation with human anti-D, is 
becoming established as an alternative and more 
accurate procedure than conventional acid eiution 
staining techniques. 

PREPARATION OF Fab iMONOMER: 

<eG fraction of sheeu ann human ieG is rapam 



The Fab monomer is then conjugated to fluores- 
cein isothiocyanante tFITC). Unreacted fluores- 
cein is removed by gel filtration (Sephadex GZ5). 
followed by ion-exchange chromotographv to 
ensure an optimal fluorescein /protein iF/P) ratio. 

PRESENTATION: 

I.5mg or sheep anti human IgG Fab monomer :n 
0.5mL PBS. pH 7.1, liquid form containing 0.1 % 
sodium azide. 

STORAGE / STABILITY: 

I vears from date of manufacture at -20°C. 



Jicestea :n 
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::e resuirar.: 
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Anti Human leG Fab 



Anti-Human Tumor 
Necrosis Factor-alpha, 
monoclonal 



250 micrograms Catalog #05-1 06 

Source 

mouse-mouse hybndoma (designation 2-2- 
3E3 (P3-X63-Ag3.553 myeioma x BALB/c 
spleen ceils)). prooagatea as mouse ascites; 
immunogen is human recomoinant TNF-aipna 

Characteristics 

Immunoglofain Type: 
IgGl 

Purification Method: 

DEAE-Sepnarcse cr.romatograony 
Specificity: 

recognizes numan tumor necrosis 
factor-aiona icacnecrim; reacts with 
tumor necrosis ;ac:or-aiDna in aog 
tissue in immunocytocnemicai 
aopncauon 

Formulation: 

250 micrograms igGl in 0.01 M 
soaium onosonate. orl 8.0/0.15 M 
soaium cnionae: viaiea aseoucaily; 
frozen 

Stability: 

1 year at -20°C 
1 montn at 4°C 

Applications 

Western Immunoblotting: 

use 10 micrograms/mi to detect 
100 nanograms of human 
recomoinant TNF-aioha. with higner 
sensitiviry unaer non-reaucing 
conaitions 
Neutralization of TNF-aipha: 

use 100 to 200 nanograms/ml to 
effect 50% neutralization of the 
biological activity of 20 nanograms 
TNF-aioha per mi in the mouse 
L929 fibroolast cytoiytic/cytotoxic 
assay 

Immunocytochemistry: 

dilute 1:50 on frozen sections of 
unfixea tissue tsee Protocol 
Section) 



Anti-Mouse Tumor 
Necrosis Factor-alpha, 
monoclonal 



500 micrograms Catalog #05*1 68 

Source 

mouse-rat hybndoma (designation MP8-XT22 
(P3X63Ag8.653 mouse myeioma x Lewis rat 
spienocytesi) propagated in serum-free ceil 
culture; immunogen is mouse recomoinant 
Tumor Necrosis Factor-aloha 

Characteristics 

Immunoglobin Type: 

IgGl 

Purification Method: 

HPLC; displays two banas (heavy 
ana light chainsj on SDS-PAGE 
unaer reducing conaitions 
Specificity: 

binds and neutralizes mouse TNF- 
alona: aoes not recognize human 
TNF-aipha 

Formulation: 

500 micrograms IgGl in carrier- 
free PBS; viaied asepticaily; 
lyophiiized 

Rehydration: 

m 500 microliters water: dilute 
further as required with PBS or 
other physiological buffer 

Stability: 

lyoohilized: 2 years at 4°C 
. renydratea: 1 year at -20°C 

Applications 

Western Immunoblotting: 

use 1 microgram/ml to detect 100 
nanograms mouse TNF-aipha 

Dot Blot: 

use 1 microgram/ml to detect 1 
nanogram mouse TNF-aipha 
Biological Neutralization: 
recommended 



Reference 

Aggarwai era/., j. s:oi. CJiem 260 12+5. 1 9S5 
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A( ^Mouse GM-CSF Monocloi ]P 



Ordering code: 

MMoOOD 

Size: 

:00 uu , vi a i 



Source: 

Punned from mouse ascites 
fluid. 



Isonpe: 
Rat i'jGi < 

C/flne Sumter: 
MP1-JIG6 

Sped/icirv: 

Specmc for natural and recombi- 
nant mouse GM-CSF. wiil not 
bina human GM-CSF. 

j ELECTED REFERENCES: 

1. AOrmmt. «t u.. 1992. /m«u/KMo«ie*i 

urus.s. 

2. VMfn«ni. a.m.. it m.. 1990. 8J000. 76:147J. 

3. WMW. S.L. *l M.. 1990. MM. CM*. BktiQf,. 1Q;4*A«. 



Recombinant mouse GM-CSF. 
Acrmn.* 

Neutralizing. ; Certificate of 
Analysis included with eacn 
shipment. 

Formulation/Concentration: 

Provided as purified antiboav in 
preservative- and carrier-free PBS 
at 500 ug ; vial in a volume or 
500 ui. 

Purification: 
.Ammonium Sulfate 
PreciDitation 



4. uiien. r.R.. «t 1 

5. KMX, W.N,. « 

6. Gou«n N.M.. r 
7. 



it. 1990. Am. J. P»tno*o&. U7:369. 

1990. BrtL J. Ctncf. 62 334. 
M.. 13**. H»tm. 309:763. 

1382. J, CM. Ptryt. U0:101. 



Endotoxin: 
<12EL7mg. 

5fa£i/ify: 

Shippea on cold packs. To 
ensure stability aiiquot ana 
freeze at -Z0°C or below imme- 
diately upon receipt. Stable 
until expiration date if stored 
under these conditions. 

Applications: 
Immunnp recipirannn. 1 
Western Rlnr Use in the range 
of 5-10 ug/ml. Cuucion. :or the 
detecting system, do not use a 
iabled Protein A or Protein G. 
use a labeled anti-rat IgG. 
ELISA: As a detecting antibody 
in a sandwich ELISA use in the 
range of 5- 10 ug/mi in PBS. use 
with Endogen product MM- 
500C. 



Anti-Human: Tumor-Necrosis. Factor-alpha: (TNFa) Monoclonal: 



Ordering code: 
M-300A 

Size: 

500 ug . viai 
Source: 

Purified from mouse ascites 
fluid. 

Isotipe: 
Mouse igGi \- 

Specificiti': 

Specific for natural and recombi- 
nant numan FNFct. 

SELECT* 0 REFERENCES: 

*■ £>• « 1975. Prse. vjt ( Ac»a, Soancn. 

.sa ::. :566. 



Antigen: 

Recombinant human TNFa. 
Activity: 

Neutralizing antibodv as deter- 
mined in the L929 cytotoxicity 
assay, see Cytokine Properties 
section for complete procedure. 
Lot specific Certificate of 
Analysis included with each 
shipment. 

Formulation/Concentration: 
Provided as purified antibody in 
preservative- and carrier-free PBS 
at 500 ug/vial in a volume of 
500 ui. 

3. 3. BtutMr. tt *t.. 1985. Some*. 229: 669. 

4. 8 8«uu«f. ei 1983. Nttunt. J18.532. 

5. Men*, n.fl.. •(*.. 1988. J. wwiert*. J 18(23). 



Endotoxin: 
<12EU/mg. 

Stability: 

Shipped on cold packs. To 
ensure stability aliquot and 
freeze at -20°C or below immedi- 
ately upon receipt. Stable until 
expiration date if stored under 
these conditions. 

Applications: 

Western R|pr : Use in the range 
of 5-10 ug/mi. 

As a detecting antibodv 
in a sandwich ELISA use in the 
range of 5-10 ug/mi in PBS, Use 
with Endogen product M-301. 
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SmorNecrosisJ^to^ af^ ^TNFg) Monoclonal 




Ordering code: 
M-301 

Size: 

500 ug / vial 
Source: 

Punfiea from mouse ascites 
rlujd. 

fsot\'pe: 
Mouse igd v 

Specific ;or narurai ana recombi- 
nant human FNTa. 

Antigen: 

RecomDinanr human TNFa. 



Activity: 

Meutraiizing annbodv as 
determined in the L929 
cytotoxicity assav, see Cytokine 
Properties section for compiere 
procedure. Lot specific 
Certificate or Analysis included 
with each shipment. 

Formulation/Concentration: 
Provided as purified antiboav in 
preservative- and carrier-free PBS 
at 500 ug/viai in a volume of 
500 ul. 

Purification: 
Protein A 

Endotoxin: 
<I2 EU/mg. 



Stability: 

Shipped on coid packs. To 
ensure stability aliquot and 
freeze at -20°C or below imme- 
diately upon receipt. Stable 
until expiration date if storea 
under these conditions. 

Applications: 

Western Blot; Use in the range 
of 5-10 ug/mi. 

ELISA: As a coating antibodv tn 
a sanawich ELI5A use in the 
range or 5-10 ug/mi in PBS. Use 
with Endogen product M-300A. 



SELECTTO REFERENCES: 

L LA Cmmi. m m.. 1973. Prnc. **r/4e*o. 

USA. 72:2666. 
2. 0. Psnmca. «t m.. 19S4, Mian, 3H72«. 



3. 8. Bauuer. «i 19a a. Scfncm. 229: 669. 

5. Mioua. H.R.. •< ... isaa. Al^we*^ JiaQJl. 



Anti-Human: runroirNecrosis Factor alpha. (TNFa) Polyclonal, 



Ordering code: 
P-300A 

57ze; 

I mg / vial 
Source: 

Purified from the serum of 
rabbits. 

Specificity: 

Specific for narurai and recombi- 
nant human TNFa. Does not 
cross react with mouse or rat 
TNFa. 

Antigen: 

Recomoinant human TXFct. 



Activity: 

Neutralizing antibody as deter- 
mined in the L929 cytotoxicity 
assay, see Cytokine Properties 
section for complete procedure. 
Lot specific Certificate of 
Analysis included with each 
shipment. 

Formulation/Concentration: 
Each vial contains 1.0 mg highiv 
punfied IgG in 1.0 ml PBS 
buffer. pH 7.4. This reagent is 
preservative- and carrier-free. 

Purification: 
Protein A 



Endotoxin: 

< 12 EU/mg. 

Stability: 

Shipped on cold packs. To 
ensure stability aliquot and 
freeze at -20°C or below immedi- 
ately upon receipt. Stable until 
expiration date if stored under 
these conditions. 

Applications: 

Western R|nr Use at 10 ug/mi 
with 100 ng of cytokine per 
lane. 

L'se in the range of 
5-15 ug/mi in PBS. 



SELECTED REFERENCES: 

L. Samamm. o.. « 1992. itmcn. Cvtm iirr-*s * n 

:.K.^. 0 ... 1 „.. lw . t(TO ,. Ckte . ( ^ j^-"- ufcua. 

, . ton-. , ^ i*w«l.rffOZ. 9. PefWMc. O.. , t W .. 1984. Nstuf. JU;724 

10. Cmmm. ex. fft 1973. ^ 
72:3666, 



5. Smvtn. M.a.. 1993. /< 
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